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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 1 December 2010 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-3.7-17 and 21-31 is/are pending in the application. 

4a) Of the above claim(s) 26-31 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-3.7-17 and 21-25 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5 ) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) □ Other: . 

'TOL-326 (Rev. 08-06) Office Action Summary Part of Paper No./Mail Date 20100325 
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DETAILED ACTION 

Applicants' Remarks filed on 1 December 2009 have been acknowledged and duly made 
of record. 

Response to Arguments 

Applicants' argue that the 35 USC section 112, 1st paragraph rejection is in error due to 
the limitation disclosed in claim 21. Further, applicants' provide explanations drawn to the (8) 
prongs of the said 112, 1st paragraph but fail to address or overcome the reasoning drawn to 
scope of enablement as presented. 

Claim 1 is drawn to an active drug that does not necessarily have to be the active drug 
tazarotenic acid or the prodrug tazarotene. Dependent claims 7 and 8 disclose the initial mention 
of species of the tazarotene variety. Thus, the 112, 1st paragraph rejection is maintained in view 
of the rejection not being properly addressed. In other words, there is no support in the current 
specification drawn to the breadth of claim 1. Thus, all claims dependent therefrom are not 
adequate as far as scope of enablement. 

Further, applicants argue that the 35 USC section 103(a) rejection is also not proper due 
to Wilkin allegedly failing to clearly show that by way of administering a tazarotene derivative 
to the periocular portion of the eye that the posterior eye in no way would be affected. 

Applicants' comments are considered but are not found persuasive as Wilkin is proper for 
what it shows and clearly describes as far as the administration of tazarotene. By virtue of Wilkin 
disclosing any administration of tazarotene to the periocular portion of the eye, it would then 
reasonably follow that any residual tazarotene would eventually come into contact with the 
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posterior portion of the eye via absorption of the said active tazarotene derivative. Thus, it is 
maintained that as wrinkling will occur in the periocular or peribulbar region, the use of 
tazarotene around the eye would be obvious to treat the posterior portion of the eye. 

Rejections not reiterated from previous Office Actions are hereby withdrawn. The 
following rejections are either reiterated or newly applied. They constitute the complete set 
presently being applied to the instant application. 

Status of the Claims 

Claims 1-3, 7-17, and 21 to 25 arc pending further prosecution on the merits. Claims 26- 
3 1 are withdrawn from further consideration. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claims 1-3, 7-17, and 21-25 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for a method of sustained delivery or a method of treating 
a disease or condition wherein the retinoid active drug is tazarotenic acid and the ester prodrug is 
tazarotene, does not reasonably provide enablement for other retinoids wherein the active drug is 
more than about 10 times as active as the prodrug. The specification does not enable any person 
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skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 



In re Wands , set forth the following eight factors to be considered in determining whether 
a disclosure meets the enablement requirement of 35 U.S.C. 1 12, first paragraph: 



1) the quantity of experimentation necessary 

2) the amount of direction or guidance provided 

3) the presence or absence of working examples 

4) the nature of the invention 

5) the state of the art 

6) the relative skill of those in the art 

7) the predictability of the art and 

8) the breadth of the claim 

Applicant is claiming (in claim 1) any retinoid that will be more than 10 times as 
active as the prodrug when the specification only shows at page 15, lines 12-21 that 
tazarotenic acid and tazarotene function in this manner. The specification at page 15 
clearly establishes via Kj values that tazarotene is a prodrug of tazarotenic acid and 
that the tazarotenic acid form (the active drug) is more than about 1 0 times as active 
as the prodrug. The citation mentioned above is the only example given which 
demonstrates this 10 fold activity relationship between a retinoid prodrug and the 
active form. 
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Case in point is elucidated by Rephaeli et al. [Drug Development Research 
50:379-391 (2000)]. In this article, synthesis and testing of various anti-cancer ester 
prodrugs yielded different and unpredictable activities when tested in vitro and in 
vivo. See the discussion at pages 382-383, Tables 1-4. Even compounds of similar 
structure yielded highly variable activities. Compare, for example compound AN-9 
(pivaloyloxymethyl butyrate) versus AN-36 (pivaloyloxymethyl propionate) where 
AN-9 releases one equivalent of active drug, while AN-36 does not release the active 
drug BA upon hydrolysis. As discussed in the second column, third full paragraph on 
page 382, AN-9 when compared to the active drug, the prodrug is found to be 
actually "far more effective than the BA." By contrast, the highly similar AN-36 does 
not function at all to release the active drug. Consequently, it is unclear when 
designing prodrugs whether the prodrug will have greater activity, less activity or no 
activity versus the active drug. In the instant application there is disclosed only one 
ester prodrug, Tazarotene, which is demonstrated to have more than 10 times activity 
as the active drug tazarotenic acid. Given the unpredictability of designing ester 
prodrugs that meet the limitations of the claimed invention, it would require undue 
experimentation to practice the invention as claimed for the active drug is a retinoid 
that is more than about 10 times as active as the prodrug. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 1-3, 7-9, 12, and 15 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wilkin, J. (Wilkin ,J. (Allergan, Inc. Avage (tazarotene) cream, 0.1% Irvine California 
92612, USA (2002), printed pages 1-17, especially page 1) (already made of record in previous 
action). 

Wilkin teaches Tazarotene for use in treating fine wrinkling, facial mottled hypo- and 
hyperpigmentation and benign facial lentigines. See the second paragraph under Clinical 
Pharmacology. Tazarotene is a retinoid prodrug that converts to its active form tazarotenic acid. 
See the first paragraph under Clinical Pharmacology. Application of the drug is once a day. It is 
obvious that fine wrinkling will occur in the periocular or peribulbar region, hence the use of the 
Tazarotene around the eye to some extent would be obvious when the product is used. 

Applicant claims a method of sustained-delivery of a retinoid to treat a disease condition 
that can be treated by the retinoid. The retinoid ester prodrug is administered periocularly as an 
ester prodrug that converts to the active retinoid. Regarding the limitation of "sustained delivery" 
it is noted that the specification at page 8, lines 23-30, that delivery to the periocular space will 
result in "sustained delivery of the drug to the back of the eye. . ." Regarding the claim limitation 
of delivery of the active drug to the posterior part of the eye, it is understood that application of 
the retinoid prodrug to treat fine wrinkles in the manner of the prior art would obviously perform 
this function. In this regard, the claims do not require that the disease actually be a disease of the 
eye. There is a disconnection between the disease and the treatment. As such, the prior art 
renders obvious the claimed invention. Regarding claim 15, the term "peribulbar" can be defined 
to mean the area around the eye and does not necessarily mean within the eye itself. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TIMOTHY E. BETTON whose telephone number is (571)272- 
9922. The examiner can normally be reached on Monday-Friday 8:30a - 5:00p. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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